The North American Brain Tumor Consortium (NABTC) is one of three multi-institutional consortia initially funded by the National Cancer Institute (NCI) in 1994 with the primary purpose of efficiently evaluating novel treatments in adults with central nervous system (CNS) tumors. Its current counterpart is New Approaches to Brain Tumor Therapy (NABTT) and although the consortia share common goals, they have thus far had separate identities and infrastructures. As a new era begins in which these two consortia will merge to form the Adult Brain Tumor Consortium (ABTC), it is important to reflect on and learn from past successes and failures. Therefore, I am happy to have been asked to write this editorial describing the lessons learned at the NABTC and how the organization has influenced neuro-oncology clinical research.
The NCI's decision to prioritize early clinical trials in this orphan disease was a critical step in forming the consortia. The recognition of the significant morbidity and high mortality associated with CNS tumors, despite the relatively low incidence compared with other solid tumors, and the dedication of basic science and clinical researchers to improving the outcome of patients were important factors in the success of the consortia. By 1994, the field of neuro-oncology had grown enough to sustain the clinical research effort proposed by the NCI. Prior to this effort, most therapeutic agents were inherited from phase I experience in solid cancers and subsequently tested in neuro-oncology patients. One reason for this was the reluctance of pharmaceutical companies to invest in early clinical development of their product in such a small-volume disease.
There were also concerns that agents would not be safely tolerated by patients with a CNS disease that carried such a poor prognosis. A major advantage of forming the NABTC was that it established the credibility needed to generate funding for research and to gain access to new agents for early testing in brain tumor patients. One important objective of the consortia, therefore, was to demonstrate the ability to complete well- As knowledge of dysregulated signaling pathways that influence glioma pathogenesis expanded, molecularly targeted strategies were tested in the NABTC. The challenges of designing and conducting these specific types of trials have been described in more detail elsewhere. 3 Key findings of this review were the need to perform early studies to validate target modulation in a select group of patients before expanding to phase II testing; the importance of defining the appropriate patient population who may benefit from treatment; and the potential role of surrogate end-points of activity.
Specific lessons learned from the evaluation of anti-angiogenic agents include the difficulty of assessing 'response' using standard magnetic resonance imaging (MRI) criteria and the need to prospectively incorporate physiologic imaging such as diffusion-weighted imaging, MR spectroscopy, and cerebral vascular perfusion imaging into the clinical trial design of these agents. The new merged consortium is poised to take on these challenges as novel therapeutic approaches are explored. Sites for the NABTC meetings rotated among the various member institutions, and this allowed the individual PIs to highlight their neurooncology programs. The opportunity to meet socially at these meetings built friendships and collaborations among colleagues who shared the same passion for taking care of patients and finding new treatments for CNS tumors. In an area of oncology where advances have been slow and physician burn-out can be prevalent, the camaraderie fostered by the consortium has been critical to ensuring that we all remain engaged in the discovery process and can keep focused on why we have chosen to be in this challenging field. ■
